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\ Claims 

1. I A method for increasing endothelial cell Nitric Oxide Synthase activity in a 
^nfiypercholesterolemic subject who would benefit from increased endothelial cell Nitric Oxide 
Synthase activity in a tissue comprising: 
5 administering to a nonhypercholesterolemic subject in need of such treatment a 

HMG-CoA reductase inhibitor in an amount effective to increase endothelial cell Nitric Oxide 




Synthase activity In said tissue oFthe subject. 

2. The method of claim 1, wherein the subject is nonhypertriglyceridemic. 

10 

3. The method of claim 1, wherein the subject is nonhyperlipidemic. 

4. The method of claim 1, wherein the amount is less than an amount which alters the blood 
LDL cholesterol levels in the subject by 10%. 

15 

5. The method of claim 1, wherein the amount is sufficient to increase endothelial cell Nitric 
Oxide Synthase activity above normal baseline levels. 

6. The method of claim 1 , wherein the subject has a condition comprising an abnormally low 
20 level of endothelial cell Nitric Oxide Synthase activity which is chemically induced. 

7. The method of claim 1 , wherein the subject has an abnormally elevated risk of pulmonary 
hypertension. 

25 8. The method of claim 1, wherein the subject has pulmonary hypertension. 

9. The method of claim 1 5 wherein the subject has an abnormally elevated risk of an 
ischemic stroke. 

30 10. The method of claim 1, wherein the subject has experienced an ischemic stroke. 



The method of claim 1, wherein the subject is chronically exposed to hypoxic conditions. 



# + 
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12. The method of claim 1 , wherein the subject has an abnormally elevated risk of thrombosis. 

13. The method of claim 1 , wherein the subject has thrombosis. 

14. The method of claim 1, wherein the subject has an abnormally elevated risk of 
arteriosclerosis. 

15. The method of claim 1, wherein the subject has arteriosclerosis. 

1 6. The method of claim 1 , wherein the subject has an abnormally elevated risk of myocardial 
infarction. ( 

17. The method of claim 1, wherein the subject has experienced a myocardial infarction. 

18. The method of claim 1 , wherein the subject has an abnormally elevated risk of reperfusion 
injury. 

19. The method of claim 1 8, wherein the subject is a transplant recipient. 

20. The method of claim 1, wherein the subject has homocystinuria. 

21 . The method of claim 1, wherein the subject has a neurodegenerative disease. 

22. The method of claim 21, wherein the neurodegenerative disease is Alzheimer's disease. 

23. The method of claim 1, wherein the subject has CADASIL syndrome. 

24. The method of claiml, wherein the HMG-CoA reductase inhibitor is administered in an 
amount which is insufficient to alter blood cholesterol levels by more than 10%. 
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The^tf^thod of claims 1-25, further comprisin^c>adnimisterii^an endothelial cell Nitric 
ynthase substrate. 



^27. The method of claim 26, wherein the endothelial cell Nitric Oxide Synthase substrate is 
5 L-arginine. 



28. The method of claim 26, further comprising co-administering ian endothelial cell Nitric 
Oxide Synthase cofactor. 




10 29. The method of claim 28, wherein the endothelial cell Nitric Oxide Synthase cofactor is 
NADPH or tetrahydrobiopterin. 



30. The method of cJ^imsJ'^57wherein tfre^HMG-CoA reductase inhibitor is selected from 
the group consisting Lf simvastatin and lovastatin. 



15 




3 1 . The method of claim 30rwherein-th^me HMG-CoA reductase inhibitor is lovastatin 



32. The method of claim 30, further comprising co-administering an endothelial cell Nitric 
Oxide Synthase s\ibstrate. 

20 

33. The methocfyef^claim 32, wherein the endothelial cell Nitric Oxide Synthase substrate is 
L-arginine. 

34. The methid o)j/clainr32, further comprising co-administering an endothelial cell Nitric 
25 Oxide Synthase cofactor. 

35. The method of craim 34, wherein the endothelial cell Nitric Oxide Synthase cofactor is 
NADPH or tetrahydrobiopterin. 



30 36. The method of claiins 1-25, further comprising co-administering at least o ne diff erent 
HMG-CoA reductase inhibitor in an amount effective to increase endothelial cell Nitric Oxide 
Synthase activity in said tissue of the subject. 




-48- 

37. The method of claim 36, further comprising co-administering an endothelial cell Nitric 
Oxide Synthase substrate. 

38. Thepiethod of claim 37, wherein the endothelial cell Nitric Oxide Synthase substrate is 
5 L-arginine. 

39. The [mAth^^of cl^tfri 37, further comprising co-administering an endothelial cell Nitric 
Oxide Synthases cofactor. 

JO 40. The method of claim 39, wherein the endothelial cell Nitric Oxide Synthase cofactor is 
NADPH or tetrahwirobiopterin. 

he method of claims 1-25, further comprising co-administering at least one different 
G-CoA reductase inhibitor that increases endothelial cell Nitric Oxide Synthase activity. 

42. \ The method of claim 41, further comprising co-administering an endothelial cell Nitric 
Oxide {synthase substrate. 




43. Th^ method of claim 42, wherein the endothelial cell Nitric Oxide Synthase substrate is 
20 L-arginine 

44. The m&tnod-efxlaim 42, further comprising co-administering an endothelial cell Nitric 
Oxide SyntloasAcofactor. 



25 45. The method of claim 44, wherein the endothelial cell Nitric Oxide Synthase cofactor is 



NADPH or tetrahyMrobiopterin. 
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46. I A metljm^fcr increasing endothelial cell Nitric Oxide Synthase activity in a subject to 
treat a nonhj^peripidemic condition favorably affected by an increase in endothelial cell Nitric 
30 Oxide Synthase activity in a tissue comprising: 

administering to a subject in need of such treatment a HMG-CoA reductase 
inhibitor in an amount effective to increase endothelial cell Nitric Oxide Synthase activity in said 
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tissue of the subject. 



47. The method of claim 46, wherein the amount is less than an amount which alters the blood 
LDL cholesterol levels in the subject by 10%. 

5 

48. The method of claim 46, wherein the subject is nonhypercholesterolemic. 

49. The method of claim 46, wherein the subject is nonhyperlipidemic. 

10 50. The metmod of claim 46, wherein the amount is sufficient to increase endothelial cell 
Nitric Oxide Synthase activity above normal baseline levels. 

5 1 . The methocfiof claim 46, wherein the subject has a condition comprising an abnormally 
low level of endothelial cell Nitric Oxide Synthase activity which is chemically induced. 

15 

52. The method of claim 46, wherein the subject has an abnormally elevated risk of 
pulmonary hypertensic 



20 



53. The method ofx 

54. The method pf 
ischemic stroke. 



clfe 



46, wherein the subject has pulmonary hypertension. 

rein the subject has an abnormally elevated risk of an 



25 



30 



55. The method of claini 46, wherein the subject has experienced an ischemic stroke. 

56. The method of claim 46, wherein the subject is chronically exposed to hypoxic conditions. 

57. The method of claim \l6, wherein the subject has an abnormally elevated risk of 
thrombosis. 

58. The method of claim 46, wherein the subject has thrombosis. 
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59. The method of claijri 46, wherein the subject has an abnormally elevated risk of 
arteriosclerosis. 

60. The method of claim 46, wherein the subject has 

61. The method of clain| 46, wherein the subject has an abnormally elevated risk of 
myocardial infarction. 

62. The method of claim 4p, wherein the subject has experienced a myocardial infarction. 

63. The method of claim) 46, wherein the subject has an abnormally elevated risk of 
reperfusion injury. 

64. The method of claim ink wherein the subject is a transplant recipient. 

65. The method of claim 46, vBherein the subject has homocystinuria. 

66. The method of claim4Sf wherein the subject has a neurodegenerative disease. 



20 67. The method of claim 66,1 wherein the neurodegenerative disease is Alzheimer's disease. 

68. The method of claim 46, wherein the subject has CADASIL syndrome. 

69. The method of claim 46, Wherein the HMG-CoA reductase inhibitor is administered in 
25 an amount which is insufficient t© alter blood cholesterol levels by more than 1 0%. 



70. The method of claim 46, 



the subject in need of such treatment has an abnormally elevated risk of an ischemic stroke. 



30 71. The method of claims 46- 
Nitric Oxide Synthase substrate. 



erein the HMG-CoA reductase inhibitor is not fasudil, when 



70, further comprising co-administering an endothelial cell 
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72. The method of ;laim 71, wherein the endothelial cell Nitric Oxide Synthase substrate is 
L-arginine. 



73. The method of claim 71, further comprising co-administering an endothelial cell Nitric 
5 Oxide Synthase cofactor! 

74. The method of claim 73, wherein the endothelial cell Nitric Oxide Synthase cofactor is 
NADPH or tetrahydrobionterin. 

10 75. The method of claims 46-70, wherein the HMG-CoA reductase inhibitor is selected from 
the group consisting of simvastatin and lovastatin. 

76. The method of claim\75, wherein the HMG-CoA reductase inhibitor is lovastatin. 

15 77. The method of (ttaim [75, Pother comprising co-administering an endothelial cell Nitric 
Oxide Synthase substrate. 

78. The method of claim wherein the endothelial cell Nitric Oxide Synthase substrate is 
L-arginine. 

20 

79. The method of claim 77^ further comprising co-administering an endothelial cell Nitric 
Oxide Synthase cofactor. 

80. The method of claim 79, {wherein the endothelial cell Nitric Oxide Synthase cofactor is 
25 NADPH or tetrahydrobiopterin. 
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81 . The method of claims 46-70, further comprising co-administering at least one different 
HMG-CoA reductase inhibitor in an amount effective to increase endothelial cell Nitric Oxide 
Synthase activity in said tissue of the subject. 

82. The method of claim 81, further comprising co-administering an endothelial cell Nitric 
Oxide Synthase substrate. 



^0 
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83. The i^iethod of claim 82, wherein the endothelial cell Nitric Oxide Synthase substrate is 
L-arginine. 

84. The nibthod of claim 82, further comprising co-administering an endothelial cell Nitric 
5 Oxide Synthase cofactor. 

85. The method of claim 84, wherein the endothelial cell Nitric Oxide Synthase cofactor is 
NADPH or tetramydrobiopterin. 

10 86. The method of claims 46-70, further comprising co-administering a non-HMG-CoA 
reductase inhibitorjagent that increases endothelial cell Nitric Oxide Synthase activity. 

87. The metpod Wfi alaim 86, fjttther comprising co-administering an endothelial cell Nitric 
Oxide SynthaseNgubs^at^ 

75 

88. The method of ^laim 87, wherein the endothelial cell Nitric Oxide Synthase substrate is 
L-arginine. 

89. The method of cl^im 87, further comprising co-administering an endothelial cell Nitric 
20 Oxide Synthase cofactor. 

90. The method of claiAi 89, wherein the endothelial cell Nitric Oxide Synthase cofactor is 
NADPH or tetrahydrobioptqrin. 

25 91 . J A method for reducing brain injury resu lting from a stroke, comprising: 
^ — S administering to a subject having an abnormally high risk of an ischemic stroke, 

a HMG-CoA reductase inhibitor in an amount effective to increase endothelial cell Nitric Oxide 
Synthase activity in the brain tissue of the subject. 



30 92. The method of claim 91 , wherein the HMG-CoA reductase inhibitor is administered in an 
amount which is insufficient to alter blood cholesterol levels by more than 10%. 
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93. The method of claim 91, wherein the subject is nonhypercholesterolemic. 

94. The method of claim 91, wherein the subject is nonhyperlipidemic. 

5 95. The method of claim 91, wherein the HMG-CoA reductase inhibitor is administered 
prophylacti^lly. 




96. -—The method of claim 91, wherein the HMG-CoA reductase inhibitor is administered 





10 

97. Thepi^Qiod of claims 91-96,wherein the HMG-CoA reductase inhibitor is selected from 
he grodp consisting of simvastatin and lovastatin. 





98. The method of claim 97, wherein the HMG-CoA reductase inhibitor is lovastatin. 

15 

9^ ThS" method of claims 91-96, further comprising co-administering a substrate of 
lothelial cell Nitric Oxide Synthase. 

100. The method of claim 99, wherein the endothelial cell Nitric Oxide Synthase substrate is 
20 L-arginine. 

101 . The method of claim 99, further comprising co-administering an endothelial cell Nitric 
Oxide Synthase cofactor. 

25 102. The method of claim 101, wherein the endothelial cell Nitric Oxide Synthase cofactor is 
NADPH or tetrahydrobiopterin. 




le method of claims 91-96, further comprising co-administering at least one different 
-CoA reductase inhibitor that increases endothelial cell Nitric Oxide Synthase activity. 

30 

104. The method of claim 103, further comprising co-administering a substrate of endothelial 
cell Nitric Oxide Synthase. 
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105. The method of claim 104, wherein the endothelial cell Nitric Oxide Synthase substrate 
is L-arginine. 

106. The method of claim 104, further comprising co-administering an endothelial cell Nitric 
Oxide Synthase cofactor. 

107. The method of claim 106, wherein the endothelial cell Nitric Oxide Synthase cofactor is 
NADPH or tetrahydrobiopterin. 

108. Th<yas£thod of claims 91-96, further comprising co-administering at least one different 
MG~fZbA reductase inhibitor in an amount effective to increase endothelial cell Nitric Oxide 

Symhase activity in said tissue of the subject. 

109. The method of claim 108, further comprising co-administering a substrate of endothelial 
cell Nitric Oxide Synthase. 

110. The method of claim 109, wherein the endothelial cell Nitric Oxide Synthase substrate 
is L-arginine. 

111. The method of claim 109, further comprising co-administering an endothelial cell Nitric 
Oxide Synthase cofactor. 

1 12. The method of claim 111, wherein the endothelial cell Nitric Oxide Synthase cofactor is 
NADPH or tetrahydrobiopterin. 



A method for treating pulmo nary hyper tension comprising: 

administering to a subject in need of such treatment a HMG-CoA reductase 
inhibitor in an amount effective to increase endothelial cell Nitric Oxide Synthase activity in the 
pulmonary tissue of the subject, provided that the HMG-CoA reductase inhibitor is not a HMG- 
CoA reductase inhibito: 



114. 



The method of claim 113, wherein the subject is nonhypercholesterolemic. 



-55- 



115. The method of claim 113, wherein the subject is nonhyperlipidemic. 

116. The method of jplaim 1 13, wherein the rho GTPase function inhibitor is administered 



prophyl actically t o a subject who has an abnormally elevated risk of devgloping^pUlmonary" 
5 hypertension. 



117. The method of claim 113, wherein the HMG-CoA reductase inhibitor is administered 
acutely to a subject who Has pulmonary hypertension. 

10 118. The method of cl^im 113, wherein the subject is chronically exposed to hypoxic 
conditions. 



S 5 
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119. The method of claims 1 13-1 18,wherein the HMG-CoA reductase inhibitor is selected 
from the group consisting on simvastatin and lovastatin. 

120. The method of claim u 19lwherein the HMG-CoA reductase inhibitor is lovastatin. 



121. The method of claimfe l/FS-118, fuptfter comprising co-administering a substrate of 
endothelial cell Nitric O^ide ja|#nthase. 

20 

122. The method of claim 1^1, wherein the endothelial cell Nitric Oxide Synthase substrate 
is L-arginine. 

1 23 . The method of claim I2l\ further comprising co-administering an endothelial cell Nitric 
25 Oxide Synthase cofactor. 

124. The method of claim 123, ^herein the endothelial cell Nitric Oxide Synthase cofactor is 
NADPH or tetrahydrobiopterin. 



30 125. The method of claims 113-118, further comprising co-administering at least one different 
HMG-CoA reductase inhibitor that increases endothelial cell Nitric Oxide Synthase activity. 
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1 26. The method of claims 113-118, further comprising co-administering at least one different 
HMG-CoA reductase inhibitor in an amount effective to increase endothelial cell Nitric Oxide 
Synthase activity in said tissue of the subject. 

5 127. The method of claim 125, further comprising co-administering a substrate of endothelial 
cell Nitric Oxide Synthase. 



JO 



128. The 
is L-argininfe 



of claim 127, wherein the endothelial cell Nitric Oxide Synthase substrate 



129. The methop of claim 127, further comprising co-administering an endothelial cell Nitric 
Oxide Synthase coiactor. 

130. The method of claim 129, wherein the endothelial cell Nitric Oxide Synthase cofactor is 
15 NADPH or tetrahydropiopterin. 




/A method for treating heart failure comprising: 

administering to a subject in need of such treatment a HMG-CoA reductase 
inhibitor in an amount effective to increase endothelial cell Nitric Oxide Synthase activity in the 
20 heart tissue of the subject, provided that the HMG-CoA reductase inhibitor is not a rho GTPase 
function inhibitor. 



132. The method of claim 131, wherein the subject is nonhypercholesterolemic. 

25 133. The method of claim 131, wherein the subject is nonhyperlipidemic. 

134. The method of claim 131, wherein the HMG-CoA reductase inhibitor is administered 
prophylactipaHy to a subject who has an abnormally elevated risk of heart failure. 



30 135. THe nie£ho€fbf claim 131, wherein the HMG-CoA reductase inhibitor is administered 
acutely to Wdfoject who has heart failure. 
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136. The method of claims 13 1-1 3 5, wherein the HMG-CoA reductase inhibitor is selected 
from the group consisting of simvastatin and lovastatin. 

137. The method of claim* 136,wherein the HMG-CoA reductase inhibitor is lovastatin. 
5 \ 

138. The method of claims }36, further comprising co-administering an endothelial cell Nitric 
Oxide Synthase substrate. 

139. The method of claim 13lp, wherein the endothelial cell Nitric Oxide Synthase substrate 
10 is L-arginine. 

140. The method of claim 138, ^further comprising co-administering an endothelial cell Nitric 
Oxide Synthase cofactor. 

15 141 . The method of claim 140, wfie^n the endothelial cell Nitric Oxide Synthase cofactor is 
NADPH or tetrahydrobiopterin. 

142. The method of claims rSJ^J^o, further comprising co-administering at least one different 
HMG-CoA reductase inhibitor in an amount effective to increase endothelial cell Nitric Oxide 

20 Synthase activity in said tissue of the subject. 

143. The method of claim 142, furthef comprising co-administering an endothelial cell Nitric 
Oxide Synthase substrate. 

25 144. The method of claim 143, wherejin the endothelial cell Nitric Oxide Synthase substrate 
is L-arginine. 
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145. The method of claim 143, further comprising co-administering an endothelial cell Nitric 
Oxide Synthase cofactor. 



146. The method of claim 145, wherein 
NADPH or tetrahydrobiopterin. 



le endothelial cell Nitric Oxide Synthase cofactor is 
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147. Tha method of claims 131-135, further comprising co-administering an endothelial cell 
Nitric Oxida Synthase substrate. 

5 148. The method of claim 147, wherein the endothelial cell Nitric Oxide Synthase substrate 
is L-arginine. 

149. The methdld of claim 147, further comprising co-administering an endothelial cell Nitric 
Oxide Synthase coYactor. 

10 

1 50. The method Af claim 149, wherein the endothelial cell Nitric Oxide Synthase cofactor is 
p=| NADPH or tetrahydrabiopterin. 

151. The method^ of clal*ns 131-135, further comprising co-administering at least one different 

: / \ \V 1 

* M 15 HMG-CoA reductase inl\ib^or that increases endothelial cell Nitric Oxide Synthase activity. 

M 1 52. The methoH^ofcJ^i 151, further comprising co-administering an endothelial cell Nitric 

Oxide Synthase substrate. 

20 153. The method of claim \52, wherein the endothelial cell Nitric Oxide Synthase substrate 
is L-arginine. 

1 54. The method of claim 152,\further comprising co-administering an endothelial cell Nitric 
Oxide Synthase cofactor. 

25 

155. The method of claim 154, w\ierein the endothelial cell Nitric Oxide Synthase cofactor is 
NADPH or tetrahydrobiopterin. 

j 1 56\ A method for treating progressive renal disease comprising: 
30 ^ — y administering to a subject in need of such treatment a HMG-CoA reductase 

inhibitor in an amount effective to increase endothelial cell Nitric Oxide Synthase activity in the 



kidney tissue of the subject, provided that the HMG-CoA reductase inhibitor is not a rho GTPase 
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function inhibitor. 

157. The method of claim 156, wherein the subject is nonhypercholesterolemic. 

5 158. The method of claim 156, wherein the subject is nonhyperlipidemic. 

15&l The method of claim 156, wherein the HMG-CoA reductase inhibitor is administered 
prophvlactically. 

JO 160. Tfre method of claim 156, wherein the HMG-CoA reductase inhibitor is administered 
acutely. 

161. The method of claims 156-160,wherein the HMG-CoA reductase inhibitor is selected 
from the group consisting of simvastatin and lovastatin. 



15 
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162. The mpthoa of claim 161, wherein the HMG-CoA reductase inhibitor is lovastatin. 

163. The method/ ©f^claims 156-160, further comprising co-administering a substrate of 
endothelial ceh-Nraic ©xide Synthase. 

1 64. The method of claims 156-1 60, further comprising co-administering at least one different 
HMG-CoA reductase inhibitor that increases endothelial cell Nitric Oxide Synthase activity. 



165. The method of claims 156-1 60, further comprising co-administering at least one different 
25 HMG-CoA reductase inhibitoAin an amount effective to increase endothelial cell Nitric Oxide 

Synthase activity in said tissue of the subject. 

166. The method of claim 164, nether comprising co-administering a substrate of endothelial 
cell Nitric Oxide Synthase. 
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J. A method for increasing blood flaw in a tissue of a subject, comprising 

administering to a subjedt in need of such treatment a HMG-CoA reductase 
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inhibitor in an amount effectiveao increase endothelial cell Nitric Oxide Synthase activity in the 
tissue of the subject. / 



168. The method of claim 167, wherein blood flow is increased in brain tissue. 



169. The method of claim 167 wherein the subject is nonhypercholesterolemic. 



170. Theme 




, wherein the subject is nonhyperlipidemic. 



171. The method off jkrfm 1 68, wherein the subject is nonhypercholesterolemic. 



172. The method of ^laim 168, wherein the subject is nonhyperlipidemic. 



173. The method of claim 167, wherein the HMG-CoA reductase inhibitor is administered 
prophylactically. 

174. The method of claim 167, wherein the HMG-CoA reductase inhibitor is administered 
acutely. 



175. The mjltiiod^ claims 167-174,wherein the HMG-CoA reductase inhibitor is selected 
from the jiroup consisting of simvastatin and lovastatin. 



176. The met] 




aim 17 5, wherein the HMG-CoA reductase inhibitor is lovastatin. 



77. JTne method of claims 167-174, further comprising co-administering a substrate of 
epdothelial cell Nitric Oxide Synthase. 

178. Th|^dkthod of claim 177 wherein the endothelial cell Nitric Oxide Synthase substrate 
is L- 

79. The mptfiod of claim 177, further comprising co-administering an endothelial cell Nitric 
Oxide Svpmase cofactor. 
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1 80. The method of claim 179, wherein the endothelial cell Nitric Oxide Synthas e cofact or is 
NADPH or tetrahydrobiopterin. 



1 8 1\ The method of claims 167-1 74, further comprising co-administering at least one different 
HMG^CoA reductase inhibitor that increases endothelial cell Nitric Oxide Synthase activity. 

1 82. The \iethod of claims 167-174, further comprising co-administering at least one different 
HMG-CoA reductase inhibitor in an amount effective to increase endothelial cell Nitric Oxide 
Synthase activity in said tissue of the subject. 

ethod of claim 181, further comprising co-administering a substrate of endothelial 
ynthase. 




184. Tnertnejhod of claim 183, wherein the endothelial cell Nitric Oxide Synthase substrate 
is L-arginine. 

^£5. Th^method of claim 183, further comprising co-administering an endothelial cell Nitric 
/ Oxid^Synthase cofactor. 

1 86. The method of claim 1 85, wherein the endothelial cell Nitric Oxide Synthase cofactor is 
NADPH or tetrahydrobiopterin. 



7. The mejh6d of claims 167-174, further comprising co-administering a second agent to the 
subject wkn a condition treatable by the second agent in an amount effective to treat the 
condition, whereby the delivery of the second agent to a tissue of the subject is enhanced as a 
result of the increased blood flow. 



1 88. The method of claim 1 87, further comprising co-administering a substrate of endothelial 
cell Nitric Oxide Synthase. 



189. The(m€^Kod of claim 188, wherein the endothelial cell Nitric Oxide Synthase substrate 
is L-arginine. 
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90. Thejaeuiod of claim 188, further comprising co-administering an endothelial cell Nitric 

191. The method of claim 190, wherein the endothelial cell Nitric Oxide Synthase cofactor is 
5 NADPH or tetrahydrobiopterin. 





1 92 . The method of claims 1 67- 1 74, further comprising co-administerin g a second agent to t he 
subject with a condition treatable by the second agent in an amount effective to treat the 
condition, whereby the delivery of the seoqiidjigent to the brain of the subject is enhanced as a 




10 \ result of the increased blood flow. 

193. The method of claims 167-174, further wherein the tissue is brain and the second agent 
comprises an agent having a site of action in the brain. 

1 94. The method of claim 1 92, wherein the second agent is sel ected from the group consisting 
of analeptic, analgedc, anesthetic, adrenergic agent, anti-adrenergic agent, amino acids, 
antagonists, antidote^ anti-anxiety agent, anticholinergic, anticolvunsant, antidepressant, 
anti-emetic, anti-epileptifc, antihypertensive, antifibrinolytic, antihyperlipidemia, antimigraine, 
antinauseant, antineoplastics (brain cancer), antiobessional agent, antiparkinsonian, antipsychotic, 

20 appetite suppressant, bloock glucose regulator, cognition adjuvant, cognition enhancer, 
dopaminenergic agent, emfetic, free oxygen radical scavenger, glucocorticoid, 
hypocholesterolemic, holylipidemic, histamine H2 receptor antagonists, immunosuppressant, 
inhibitor, memory adjuvant, mental performance enhancer, mood regulator, mydriatic, 
neuromuscular blocking agent, neuroprotective, NMDA antagonist, post-stroke and post-head 
25 trauma treatment, psychotropic, sedative, sedative-hypnotic, serotonin inhibitor, tranquilizer, 
and treatment of cerebral ischemia, cidcium channel blockers, free radical scavengers - 
antioxidants, GABA agonists, glutamate antagonists, AMPA antagonists, kainate antagonists, 
competitive and non-competitive NMD A antagonists, growth factors, opioid antagonists, 
phosphatidylcholine precursors, serotonin agonists, sodium- and calcium-channel blockers, and 
30 potassium channel openers. 



1 95 . The method of claim 1 93, wherein the agent having a site of action in the brain is selected 



# 



# 
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from the group consisting of analeptic, analgetic, anesthetic, adrenergic agent, anti-adrenergic 
agent, amino acids, antagonists, antidote, anti-anxiety agent, anticholinergic, anticolvunsant, 
antidepressant, anti-emeticL anti-epileptic, antihypertensive, antifibrinolytic, antihyperlipidemia, 
antimigraine, antinauseantA antineoplastic (brain cancer), antiobessional agent, antiparkinsonian, 
antipsychotic, appetite suppressant, blood glucose regulator, cognition adjuvant, cognition 
enhancer, dopaminenergic agent, emetic, free oxygen radical scavenger, glucocorticoid, 
hypocholesterolemic, holylimdemic, histamine H2 receptor antagonists, immunosuppressant, 
inhibitor, memory adjuvant, \ mental performance enhancer, mood regulator, mydriatic, 
neuromuscular blocking agent, neuroprotective, NMDA antagonist, post-stroke and post-head 
trauma treatment, psychotropicAsedative, sedative-hypnotic, serotonin inhibitor, tranquilizer, 
and treatment of cerebral ischemia, calcium channel blockers, free radical scavengers - 
antioxidants, GABA agonists, glutamate antagonists, AMPA antagonists, kainate antagonists, 
competitive and non-competitivevNMDA antagonists, growth factors, opioid antagonists, 
phosphatidylcholine precursors, serotonin agonists, sodium- and calcium-channel blockers, and 
15 potassium channel openers. 



10 



1 96. The method of claim 1 87, wherein the second agent is selected from the group consisting 
of analeptic, analgetic, anesthetic, adrenergic agent, anti-adrenergic agent, amino acids, 
antagonists, antidote, anti-anxiety agent, anticholinergic, anticolvunsant, antidepressant, 
anti-emetic, anti-epileptic, antihypertensive, antifibrinolytic, antihyperlipidemia, antimigraine, 
lauseant, antineoplastic (brain cancer), antiobessional agent, antiparkinsonian, antipsychotic, 
^petite suppressant, blood glucose regulator, cognition adjuvant, cognition enhancer, 
'dopaminenergic agent, emetic, free oxygen radical scavenger, glucocorticoid, 
hypocholesterolemic, holylipidemic, histamine H2 receptor antagonists, immunosuppressant, 
25 \inhibitor, memory adjuvant, mental performance enhancer, mood regulator, mydriatic, 
neuromuscular blocking agent, neuroprotective, NMDA antagonist, post-stroke and post-head 
trauma treatment, psychotropic, sedative, sedative-hypnotic, serotonin inhibitor, tranquilizer, 
and treatment of cerebral ischemia, calcium channel blockers, free radical scavengers - 
antioxidants, GABA agonists, glutamate antagonists, AMPA antagonists, kainate antagonists, 
30 competitive and non-comtoetitive NMDA antagonists, growth factors, opioid antagonists, 
phosphatidylcholine precursors^ serotonin agonists, sodium- and calcium-channel blockers, and 
potassium channel openers. 
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197. \The method of claim 192, further comprising co-administering a substrate of endothelial 
cell Nitrac ©xide Synthase. 

5 198. rTh^nethod of claim 197, wherein the endothelial cell Nitric Oxide Synthase substrate 
is L-arginine 

rmethod of claim 197, further comprising co-administering an endothelial cell Nitric 
^Oxi^ Synthase cofactor. 

200. The method of claim 199, wherein the endothelial cell Nitric Oxide Synthase cofactor is 
NADPH or tetrahydrobiopterin. 

201 \ The method of claim 193, further comprising co-administering a substrate of endothelial 
75 cell Nuric fchtide Synthase. 

202. frmpmethod of claim 201, wherein the endothelial cell Nitric Oxide Synthase substrate 
is L-arginine. 

103. The method of claim 201, further comprising co-administering an endothelial cell Nitric 

204. The method of claim 203, wherein the endothelial cell Nitric Oxide Synthase cofactor is 
^fADEH or tetrahydrobiopterin. 





205. A method of screening for identifying a HMG-CoA reductase inhibitor for treatment of 
subjects who would benefit from increased endothelial cell Nitric Oxide Synthase activity in a 
tissue, comprising: 

(a) identifying a HMG-CoA reductase inhibitor suspected of increasing endothelial 
30 cell Nitric Oxide Synthase activity, and 

(b) determining whether or not the HMG-CoA reductase inhibitor produces an 
increase in endothelial cell Nitric Oxide Synthase activity in vivo or in vitro. 
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206. The method of claim 205, wherein the subject who would benefit from increased 
endothelial cell Nitric Oxide Synthase activity in a tissue has an abnormally elevated risk of an 
ischemic stroke or has experienced a stroke, and the increased endothelial cell Nitric Oxide 
Synthase activity is increased in brain tissue. 

A composition comprising a HMG-CoA reductase inhibitor and L-arginine. 

208. \ The composition according to claim 207, wherein the composition is a pharmaceutical 
composition. 

209. Th& composition according to claim 207, wherein the HMG-CoA reductase inhibitor and 
the L-arginine are in amounts effective to increase blood flow. 



^y 



210. The composition according to claim 207, wherein the HMG-CoA reductase inhibitor and 
15 the L-arginin^ire in amounts effective to increase blood flow in brain tissue. 

211. The composition according to claim 207, wherein the administration of said composition 
results in increased bibod flow. 



20 212. The composition according to claim 207, wherein the administration of said composition 
results in increased blood flow to the brain. 
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213. The method of claim 182, further comprising co-administering a substrate of endothelial 



cell Nitric Oxide Synthase. 



214. The method of claim 213, ^herein the endothelial cell Nitric Oxide Synthase substrate 
is L-arginine. 

^245. Tbe method of claim 213, further comprising co-administering an endothelial cell Nitric 
30' (Oxide Synthase cofactor. 




216. The method of claim 215, wherein the endothelial cell Nitric Oxide Synthase cofactor is 



